RUBINSZTEIN etal. 
Appl. No. 10/553,262 
Atty Ret: 620-394 
Amendment 

Monday, November 23, 2009 

REMARKS 

Reconsideration is requested. 

Claim 42 has been canceled, without prejudice. Claims 41 and 43-93 are 
pending. Claim 41 has been revised, without prejudice, to include the details of claim 
42. Claims 52-93 have been withdrawn from consideration. 

The Section 112, first paragraph "enablement", rejection of claims 41-51 is 
traversed. Reconsideration and withdrawal of the rejection are requested in view of the 
following comments and the attached extract from Websters online dictionary. The 
Examiner is requested to consider the attached and acknowledge same pursuant to 
MPEP § 609.05(c). 

The Examiner asserts that the term "prophylaxis" means that the agent will 
necessarily completely prevent PCD in every patient that receives the treatment at any 
point following the administration of the prophylactic agent and, in accordance with this 
interpretation of "prophylaxis", the specification was allegedly not considered to provide 
reasonable enablement for the "prophylaxis" of a protein conformational disorder. 

However, one of ordinary skill in the art (e.g. a medical practitioner) will be able 
to practice the claimed invention without undue experimentation. The Examiner has not 
provided any evidence to the contrary. The Examiner has not provided any evidence to 
support the Examiner's interpretation of the objected-to term. 

Claim 41 refers to "prophylactic treatment". Persons of ordinary skill in the art, 
such as medical practitioners, would understand the term "prophylactic treatment" to 
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mean any treatment administered before the onset of a disease which delays the onset 

of the disease or reduces its severity after onset. 

This meaning is confirmed by the Webster's Online Dictionary 2009 (extract 

attached) which defines prophylactic as: 

Preventing or contributing to the prevention of disease; 
[emphasis added] 

The term "prophylactic treatment" does not imply complete prevention in all 
patients and this is how the ordinarily skilled person would interpret this term, in the 
same way that the ordinarily skilled person would not regard a "therapeutic treatment" 
as necessarily providing a complete cure for all patients. 

The data in the specification shows that the stimulation of autophagy in mice 
engineered to develop HD from 4 weeks onwards has the effect of delaying the onset of 
HD and reducing the severity of its symptoms. This demonstrates that mutant huntingtin 
is cleared through the autophagy pathway before it can aggregate and exert a cytotoxic 
effect. The administration of an autophagy inducer such as CCI-776 to an individual 
therefore exerts a prophylactic effect which may be useful in delaying the onset of a 
protein conformational disorder. 

On the basis of the teaching of the specification, the skilled person would be able 
to employ the claimed methods to provide a prophylactic treatment of a protein 
conformational disorder. 

Claims 41 to 51 are supported by an enabling disclosure and withdrawal of the 
Section 112, first paragraph "enablement", rejection is requested. 
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The Section 112, second paragraph, rejection of the claims 41-51 is obviated by 
the above amendments. The claims have been revised, without prejudice, to advance 
prosecution. Withdrawal of the Section 112, second paragraph, rejection of claims 41- 
51 is requested. 

The Section 102 rejection of claims 41-51 over Ravikumar, "Aggregate- 
proneproteins with polyglutamine and polyalanine expansions are degraded by 
autophagy" which published in Human Molecular Genetics, 2002, Vol. 11, No. 9, 1107- 
1 117, is obviated by the attached Declaration. Withdrawal of the rejection is requested. 

The Section 102 rejection of claims 41-47 and 49-51 over Lin (EP 0778023) is 
traversed. Reconsideration and withdrawal of the rejection are requested in view of the 
following distinguishing remarks. 

Lin et al describes the use of rapamycin and rapamycin analogues as 

neuroprotective agents which protect neuronal cells from glutamate toxicity in vitro and 

may therefore be useful in the treatment of 

"stroke, head trauma and neurodegenerative disorders, such 
as Alzheimer's Disease, amyotrophic lateral sclerosis (ALS), 
epilepsy, Huntington's Disease or Parkinson's Disease". 

Intracellular protein aggregates are associated with toxicity and cell death in 

protein conformational disorders. The present specification shows that stimulation of 

autophagy leads to the clearance of the proteins whose aggregation causes intracellular 

toxicity. This clearance has a prophylactic effect and stimulation of autophagy in an 

individual before the onset of a protein conformational disorder delays the onset of the 

symptoms of the disorder and reduces their severity, when they do develop. 
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The experimental data in the specification confirms the prophylactic effect of 
autophagy stimulation in a murine HD model (see figures 21 to 24). Treatment of mice 
at 4 weeks with the autophagy inducer CCI-779 delays the subsequent onset of HD 
symptoms and reduces their severity relative to untreated mice. The data shows that 
autophagy stimulation is useful in preventing the build-up of protein aggregates within 
cells before the onset of symptoms of the protein conformational disorder. 

By contrast, Lin et al describes the survival of isolated hippocampal cell cultures 
exposed to glutamate. Insofar as these in vitro results can be extrapolated to any in vivo 
situation at all, they can only be extrapolated to the treatment of cells with the 
therapeutic agent after an insult has occurred. They do not teach any protective effect 
which is induced before the insult has occurred and cannot therefore be extrapolated to 
prophylactic therapies. 

Lin et al therefore contains no teaching of the prophylactic use of rapamycin 
macrolides in asymptomatic individuals to delay the onset of symptoms of a protein 
conformational disorder and reduce their subsequent severity. 

Withdrawal of the Section 102 rejection of the claims over Lin is requested. 

The Section 1 03 rejection of claim 48 over Lin "in view of the applicant's own 
admission" is traversed. Reconsideration and withdrawal of the rejection are requested 
as Lin et al contains no teaching or suggestion regarding any prophylactic effect of 
rapamycin macrolides on protein conformational disorders and one of ordinary skill in 
the art would not have been motivated by the cited art to have employed rapamycin 
macrolides prophylactically in asymptomatic individuals. 
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Withdrawal of the Section 103 rejection is requested. 

The claims are submitted to be in condition for allowance and a Notice to that 
effect is requested. The Examiner is requested to contact the undersigned, preferably 
by telephone, in the event anything further is required. 



Respectfully submitted, 
NIXON & VANDERHYE P.C. 



By: IB. J. Sadoff/ 

B. J. Sadoff 
Reg. No. 36,663 

BJS: 

901 North Glebe Road, 11th Floor 
Arlington, VA 22203-1808 
Telephone: (703)816-4000 
Facsimile: (703)816-4100 
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Prophylactic 

Adjective 



Prophylactic 

Definition: Prophylactic 



1. Capable of preventing conception or impregnation; "contraceptive devices and medications". 

2. Tending to ward off; "the swastika. ..a very ancient prophylactic symbol occurring among all peoples"- Victor Schultze. 

3. Preventing or contributing to the prevention of disease; "preventive medicine"; "vaccines are prophylactic"; "a prophylactic drug". 



Date "prophylactic" was first used: 1574 ( ' r_f ) 

Specialty Definition: Prophylactic 

Domain Definition 

Food & Of a pesticide that prevents an attacking organism from penetrating its host. Source: European Union, (ro* i i 



Source: compiled by r fi in i i i i - see credits. 



Synonyms: Prophylactic 

Synonyms: antifertility (adj), cautionary (adj), contraceptive (adj), condom (n), preventative (n), preventive (n), rubber (n), safe (n), safety (n). 



Synonyms within Context: Prophylactic 

Synonyms withh Context ( < idapted fi in < 



Encumbrance, incumbrance; clog, skid, shoe, spoke; drag, drag chain, drag weight; stay, stop; preventive, 
prophylactic; load, burden, fardel, onus, millstone round one's neck, impedimenta; dead weight; lumber, pack; 
nightmare, Ephialtes, incubus, old man of the sea; remora. 

Adjective: hindering; Verb: obstructive, obstruent; impeditive, impedient; intercipient; prophylactic; (remedial); 
impedimenta ry. 

Adjective: preserving; Verb: conservative; prophylactic; 

Anthelmintic; antidote, antifebrile, antipoison, counterpoison, antitoxin, antispasmodic; bracer, faith cure, placebo; 
helminthagogue, lithagogue, pick-meup, stimulant, tonic; vermifuge, prophylactic, corrective, restorative; sedative; 
palliative; febrifuge; alterant, alterative; specific; antiseptic, emetic, analgesic, pain-killer, antitussive, 
antiinflammatory, antibiotic, antiviral, antifungal, carminative; Nepenthe, Mithridate. 

Adjective: remedial; restorative; corrective, palliative, healing; sanatory, sanative; prophylactic, preventative, 
immunizing; salutiferous; (salutary); medical, medicinal; therapeutic, chirurgical, epulotic, paregoric, tonic, 
corroborant, analeptic, balsamic, anodyne, hypnotic, neurotic, narcotic, sedative, lenitive, demulcent, emollient; 
depuratory; detersive, detergent; abstersive, disinfectant, febrifugal, alterative; traumatic, vulnerary. 



Soun - ic ipted fi< in 1, 



Crosswords: Prophylactic 

English words defined with "prophylactic ♦ , e ventalive , prevent ive ♦ Synteretic. (re ferences ) 



)://www.websters-online-dictionarr.org/defiriitiori/prophylactic 
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Specialty definitions using "prophylactic" 



♦ Blood Patch, Epidur. 



Om:4TMS^b.hss.\\, Ci!Qi»;!;[ia!S,i 3 hase_li:, GJi r: ical Tria is.J'Mase _lv , Cor]L!^ec!_C::iiica: JYials, Qomoiyii Sodjy_r 
mastectomy , ( reference s) 

Etymologies containing "prophylactic" j I ! I 



Modern Usage: Prophylactic 



Domain Usage 



Source: compiled by the eciior from various r^:e.ericea : see credits. 



Books 



Commercial Usage: Prophylactic 



. Ketotifen in the Prophylactic Treatment of Bronchial A; 

• Prophylactic approach to hypertensive disej 

• Recent Developments in Prophylactic Immunization (Immunology and Medicine, Vol 12) (reference) 

(more book examples) 

S< ui d by f fn m - ( reclits 



Image Slideshow: Prophylactic 



Subject(s): ... latex, prophylactic, 



Thumbnail Description & Credit 

.J|||p||!!&s^ Furlough "Booby Trap!" : No is 

" 1 PROphylactic!. Credit: 
'^S^o^^^S Medicine. 



Photo Album: Prophylactic 

Thumbnail Description & Credit 



Source: pictures compiled by th 



Non-Fiction Usage: Prophylactic 



Define patient populatioi 
The patient with sevei 



i that will benefit from prophylactic antiviral therapy (n 
thrombocytopenia may benefit from prophylactic 

/ exist who benefit from prophylactic or therapeutic para-ai 



http://www.websters-online-dictionary.org/definitiori/prophy 
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Source: compiled ' . toi from ICON Group In 



Usage Frequency: Prophylactic 

"Prophylactic" is generally used as an adjective (general or positive) - approximately 96.77% of the time. "Prophylactic" is used about 6i 
times out of a sample of 1 00 million words spoken or written in English. Its rank is based on over 700,000 words used in the English 
language. Some parts-of-speech are not covered due to the samples used by the British National Corpus, (note: percents less than one- 
hundredth of one percent have been omitted) 

Paris of Speech Percent 100 Million Words Rank ; in English 



Adjective (general or positive) 
Noun (singular) 
Total 



96.77% 
3.23% 
100.00% 



Source: compiled In fiom ' 2 see credits. 



Expressions: Prophylactic 



Source: compiled by t in see credits. 



Frequency of Internet Keywords: Prophylactic 



Expression per C 

prophylactic 

prophylactic mastectomy 
antibiotic prophylactic 
< i :>t oirt \ <i } piopi y!«r . 
policing prophylactic 

Source: compiled by the editor from various references : see credits. 



Language 



Modern Translation: Prophylactic 



Translations for "prophylactic" 



Arabic m 
Bulgarian M 

Chinese E 



cpeflCTBO npoTHB 3a6peMeHHBaHe, npotpunaKTMHHO cpeflCTBO (preventative), r 
(preventative, preventive), npodpwiaKTHKa (prophylaxis), npe,qna3eH (cautionary, defensive, precautionary, 
preventative, preventive, protective, safety, sematic, warning) ( ■ o •■ <> n ) 



profylakticky, ochranny prostfedek, ochranny (preservative, preventative, preventive, protective) ( r hi 



Dutch 
Farsi 0 
Finnish 



profylaktisk (preventive), praeventiv (preventive), forebyggende (preventive), ( various 
prophylactisch (preventive), profylactisch (preventive) ( ; j , 'c'c t es) 
lAejjj* .jfi^n , isj&^a, . (various references ) 
profylaktinen, ennakolta suojaava. (various references ) 
prophylactique (preventive), ( various references ) 
prophylaktisch (preventive), (various r eferences ) 



http://www.websters-online-diction^ 
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6 cpdpuaKO, TTpocpuAaKTiKO 



Hebrew B 
Hungarian 



■y nn (preventive), y n 'uxnx " (preservative), ( various ; 
profilaktikus, betegseget megelozo i * i > 

profilattico (preventive, protective) ( i - K -) 
^HiE^ (preventive medicine i i < i i 

<k&oV l tf< (preventive medicine) | 



Pig Latin 
Portuguese 



gorley-chasteyder, gorley-chastagh. (various re ferenc es) 
ophylacticpray 



Russian S 
Spanish 
Swedish 
Turkish 

Ukrainian 
Vietnamese S3 



npocpujiaKTMHecKUM (preventive) ( t i ) 

profilactico (condom) ( various refer s) 
profylaktisk ( > , 

koruyucu Nag, koruyucu (conservator, contraceptive, Guardian, guarding, keeper, life saver, patron, 
preservative, preserver, preventive, protecting, protective, protector, protectress, safeguard, safety, sentinel, 
tutelar, tutelary, umbrella, warden), onleyici ilag (preventive, suppressant), onleyici (disincentive, inhibitor, 
preclusive, preventive, repressive), ( various references ) 

3ano6i>KHHn (preservative, preventive), npodpinaKTiiHHMH 3aci6, npodpinaKTMHHHH 

phong benh, thuoc phong benh phu-o-ng phap phong benh bao cao su chong thu thai. ( vaiio;iii 



Source: compiled by 



from various translation references. 



Language 

Greek 



Ancestral Language Translations: Prophylactic 

Period Tnrrhtiorr 

70 i B( E 300 i E prophyl i tikos i jjjlii i ' > 

Soun e ( ompile 1 liy I. from i i i i 



Derivations & Misspellings: Prophylactic 

Derivations 

Words beginning with "prophylactic": prophylactically, prophylactics ( additional references ) 
Words ending with "prophylactic": chemoprophylactic. (additional references) 



Misspellings 



Source: compiled by th 



3 following: profilactic, profylactic, prohylactic, prophalactic, prophilactic, 

s) 



Rhyming with "Prophylactic" 



i "prophylactic" (pronounced prA'fula"ktik or pro'fula"ktik) 



i I a" k t i k extragalactic, galactic. 
-I a" k t i k lactic. 

-a" k t i k anticlimactic, chiropractic, climactic, didactic, t; 
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-kt i k Antarctic, apoplectic, arctic, dialectic, eclectic, hectic, pectic. 
-t i k acetic, acoustic, acrobatic, aerobatic, aesthetic, agnostic, alphabetic, altruistic, amniotic, anachronistic, analytic, 
anesthetic, antagonistic, antibiotic, antic, antiseptic, aortic, apathetic, apocalyptic, apologetic, aquatic, 
aristocratic, arithmetic, aromatic, arthritic, artistic, ascetic, asthmatic, astronautic, asymptomatic, atavistic, 
atheistic, athletic, attic, authentic, autistic, autocratic, automatic, axiomatic, ballistic, bombastic, bureaucratic, 
capitalistic, catalytic, cathartic, caustic, chaotic, characteristic, charismatic, chauvinistic, cinematic, climatic, 
coloristic, cosmetic, critic, cryptic, cultic, cystic, democratic, dendritic, despotic, deterministic, diabetic, 
diagnostic, diagrammatic, diamagnetic, dietetic, diplomatic, diuretic, dogmatic, domestic, dramatic, drastic, 
drumstick, dualistic, dynastic, ecclesiastic, ecliptic, ecstatic, elastic, electrolytic, electromagnetic, electrostatic, 
emblematic, emetic, empathetic, emphatic, energetic, enigmatic, enthusiastic, enzymatic, epigenetic, epileptic, 
erotic, erratic, euphemistic, evangelistic, exotic, expressionistic, fanatic, fantastic, fatalistic, ferromagnetic, 
feudalistic, fiberoptic, frantic, frenetic, futuristic, genetic, geomagnetic, gigantic, granitic, gymnastic, halophytic, 
hedonistic, hemolytic, hepatic, heretic, hermaphroditic, holistic, homeostatic, homiletic, humanistic, hyperkinetic, 
hypnotic, iconoclastic, idealistic, idiomatic, idiosyncratic, idiotic, imperialistic, impressionistic, individualistic, 
inelastic, interscholastic, jingoistic, journalistic, kinesthetic, kinetic, legalistic, linguistic, logistic, lymphatic, 
magnetic, majestic, masochistic, materialistic, mathematic, mechanistic, melodramatic, militaristic, monastic, 
monochromatic, monopolistic, moralistic, mystic, narcissistic, narcotic, nationalistic, naturalistic, neritic, neurotic, 
novelistic, numismatic, oligopolistic, onomastic, operatic, opportunistic, optic, optimistic, orthodontic, pancreatic, 
pantheistic, paralytic, paramagnetic, parasitic, parasympathetic, parthenogenetic, paternalistic, pathetic, 
patriotic, patristic, pedantic, peptic, peripatetic, pessimistic, phonetic, phosphatic, plastic, pluralistic, pneumatic, 
poetic, polytheistic, porphyritic, posttraumatic, pragmatic, primitivistic, prismatic, problematic, programmatic, 
propagandistic, prophetic, prostatic, prosthetic, psychoanalytic, psychosomatic, psychotherapeutic, psychotic, 
puristic, quixotic, realistic, relativistic, rheumatic, ritualistic, robotic, romantic, rustic, sadistic, sarcastic, 
schematic, scholastic, semantic, semiautomatic, semiotic, sensationalistic, septic, simplistic, skeptic, socialistic, 
static, statistic, stylistic, surrealistic, sycophantic, symbiotic, sympathetic, symptomatic, synergistic, synthetic, 
systematic, technocratic, terroristic, thematic, theocratic, therapeutic, thermoplastic, thrombolytic, transatlantic, 
traumatic, triptych, unapologetic, unauthentic, uncharacteristic, undemocratic, undiplomatic, unentnusiastic, 
unpatriotic, unrealistic, unsympathetic, voyeuristic. 

-u I a" k t i k extragalactic, galactic. 
-I a" k t i k lactic. 

-a" kt i k anticlimactic, chiropractic, climactic, didactic, tactic. 

-k t i k Antarctic, apoplectic, arctic, dialectic, eclectic, hectic, pectic. 
-t i k acetic, acoustic, acrobatic, aerobatic, aesthetic, agnostic, alphabetic, altruistic, amniotic, anachronistic, analytic, 
anesthetic, antagonistic, antibiotic, antic, antiseptic, aortic, apathetic, apocalyptic, apologetic, aquatic, 
aristocratic, arithmetic, aromatic, arthritic, artistic, ascetic, asthmatic, astronautic, asymptomatic, atavistic, 
atheistic, athletic, attic, authentic, autistic, autocratic, automatic, axiomatic, ballistic, bombastic, bureaucratic, 
capitalistic, catalytic, cathartic, caustic, chaotic characteristi harismati chauvinisti inematic climatic, 
coloristic, cosmetic, critic, cryptic, cultii < ti democratic lendriti I ;potic cl terministic diabetic, 
diagnostic, diagrammatic, diamagnetic. dietetic, diplomatic, diuretic, dogmatic, domestic, dramatic, drastic, 
drumstick, dualistic, dynastic, ecclesiastic, ecliptic, ecstatic, elastic, electrolytic, electromagnetic, electrostatic, 
emblematic, emetic, empathetic, emphatic, energetic, enigmatic, enthusiastic, enzymatic, epigenetic, epileptic, 
erotic, erratic, euphemistic, evangelistic, exotic, expressionistic, fanatic, fantastic, fatalistic, ferromagnetic, 
feudalistic, fiberoptic, frantic, frenetic, futuristic, genetic, geomagnetic, gigantic, granitic, gymnastic, halophytic, 
hedonistic, hemolytic, hepatic, heretic, hermaphroditic, holistic, homeostatic, homiletic, humanistic, hyperkinetic, 

hypnotic, iconoclastic, idealist m itic ic i is m i ti i liotic imperialistic, impressionistic, individualistic, 

inelastic, interscholastic, jingoistic, journalistic, kinesthetic, kinetic, legalistic, linguistic, logistic, lymphatic, 
magnetic, majestic, masochistic, materialistic, mathematic, mechanistic, melodramatic, militaristic, monastic, 
monochromatic, monopolistic, moralistic, mystic, narcissistic, narcotic, nationalistic, naturalistic, neritic, neurotic, 
novelistic, numismatic, oligopolistic, onomastic, operatic, opportunistic, optic, optimistic, orthodontic, pancreatic, 
pantheistic, paralytic, paramagnetic, parasitic, parasympathetic, parthenogenetic, paternalistic, pathetic, 
patriotic, patristic, pedantic, peptic, peripatetic, pessimistic, phonetic, phosphatic, plastic, pluralistic, pneumatic, 
poetic, polytheistic, porphyritic, posttraumatic, pragmatic, primitivistic, prismatic, problematic, programmatic, 
propagandistic, prophetic, prostatic, prosthetic, psychoanalytic, psychosomatic, psychotherapeutic, psychotic, 
puristic, quixotic, realistic, relativistic, rheumatic, ritualistic, robotic, romantic, rustic, sadistic, sarcastic, 
schematic, scholastic, semantic, semiautomatic, semiotic, sensationalistic, septic, simplistic, skeptic, socialistic, 
static, statistic, stylistic, surrealistic, sycophantic, symbiotic, sympathetic, symptomatic, synergistic, synthetic, 
systematic, technocratic, terroristic, thematic, theocratic, therapeutic, thermoplastic, thrombolytic, transatlantic, 
traumatic, triptych, unapologetic, unauthentic, uncharacteristic, undemocratic, undiplomatic, unentnusiastic, 
unpatriotic, unrealistic, unsympathetic, voyeuristic. 

Source: compiled by see credits. 



Anagrams: Prophylactic 

Scrabble® Enable2K-Verified Anagrams 

Words within the letters "a-c-c-h-i-l-o-p-p-r-t-y" 
-3 letters: captopril. 

-4 letters: acrolith, atrophic, calthrop, catholic, choppily, cortical, octarchy, orphical, patchily, polarity, propylic, thoracic, trochaic, 
tropical. 

-5 letters: acrotic, acrylic, aliyoth, aphotic, apricot, aprotic, atrophy, caloric, caltrop, capitol, chaotic, charily, chariot, charity, charpoy, 
chicory, chloric, chorial, clarity, coalpit, cochair, copycat, cryptal, cryptic, happily, haricot, hoarily, opacity, optical, orality, parotic, 
philtra, picacho, platypi, potlach, practic. 
Words containing the letters "a-c-c-h-i-l-o-p-p-r-t-y" 
+1 letter: prophylactics. 
+4 letters: prophylactically. 
+5 letters: chemoprophylactic, cryptographically. 
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Source: compiled by the editor from various references ; see credits. 



Art Gallery: Prophylactic 

Linl- |<= (if,, t rn I 5 >u ) 



Professional Photos ( more 




Source: selected by _j itl nission f n ri us i iceb> and r> 



Proper Noun and Trade Name Usage: PROPHYLACTIC 

Book Titles: Prophylactic 
UNITED KINGDOM 



lun aary. 5-9 November 



- Erhard Geisslei 



Publisher: Karger 



MenJjLWroJ^j - A R Neurath, B 



Date: February. 1971 
Publisher: Universitetsforlaget. Oslo 




* . - A. J . Zuckerman 

Date: September, 1989 

Publisher: Kluwer Academic Publishers 



Music Titles: Prophylactic 

UNITED KINGDOM 
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